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Sir: 



I, Leona Ling hereby declare: 

1 . I am a named inventor of the pending claims of the patent application identified above 
and an inventor of the subject matter described in tiie patent application. 

2. Prior to March 30, 2000, tiie effective filing date of Porter et al. (U.S. Patent No. 
6,613,798), I conceived the invention as described and claimed m tiie subject application in tiiis 
country as evidenced by tiie initial observations and experimental plan described in my notebook 
(attached hereto as Exhibit 1). As summarized in Exhibit 1, based on tiie expression of tiie 
hedgehog receptor patched in tiie vasculature and in smootii muscle cells, I hypotiiesized tiiat 
activation of hedgehog signaling could be used to promote angiogenesis. I recognized tiiat 
exemplary agents tiiat could be used to activate hedgehog signaling, tiiereby promoting 
angiogenesis, include hedgehog proteins and lipophiUc modified hedgehog proteins, as well as 
otiier agonists of hedgehog signaling. Exhibit 1 demonstrates timt I had conceived of metiiods of 
using hedgehog agonists to promote angiogenesis. Furthermore, Exhibit 1 demonsti:ates tiiat I 
had conceived and articulated specific experiments designed to confirm tiie effects of hedgehog 
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signaling on angiogenesis. Accordingly, I had possession of the method of promoting 
angiogenesis using a hedgehog agonist that promotes hedgehog signaling prior to March 30, 

2000. 

3. In light of the research plan articulated in Exhibit 1, experiments were conducted under 
my direction in an outside laboratory in a NAFTA or WTO country. The effect of Sonic 
hedgehog on angiogenesis was assessed using the corneal plug assay. This assay was 
specifically enumerated in the research plan, as shown in Exhibit 1 . Exhibit 2 depicts the results 
of an exemplary experiment conducted prior to March 30. 2000, and thus shows reduction to 
practice of the method of promoting angiogenesis using a hedgehog agonist that promotes 
hedgehog signaling prior to March 30. 2000. Briefly, Sonic hedgehog protein was tested in a 
mouse corneal plug assay using ptcLacZ reporter mice. Administration of Sonic hedgehog 
protein induced angiogenesis in comparison to control corneal plugs. Additionally, 
administration of Sonic hedgehog protein activated hedgehog signaling, as measured by 
induction of expression of the hedgehog responsive gene, ptc. These results demonstrated that 
activation of hedgehog signaling via appUcation of a hedgehog protein could be used to promote 
angiogenesis. These results fiirther suggested that other hedgehog agonists could similarly be 
used to promote angiogenesis. 

4. I assert that all statements made of my own knowledge are true and that aU statements 
made on information and belief are believed to be true. I also understand that willful false 
statements and the like are punishable by fine or imprisonment, or both (18 USC 1001) and may 
jeopardize the validity of the application or any patent issuing thereon. 
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I hereby certify that this correspondence is being deposited with the United States Postal Service 
with sufficient postage as first class mail in an envelope addressed to: 



MSAF 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



on March 21, 2005 

Date 




Ginny Blundell 

Typed or printed name of person signing Certificate 

(617) 951-7000 

Registration Number, if applicable Telephone Number 
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each submitted paper. 
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